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Abstract Light can influence physiology and performance of 
humans in two distinct ways. It can acutely change 
the level of physiological and behavioral 
parameters, and it can induce a phase shift in the 
circadian oscillators underlying variations in these 
levels. Until recently, both effects were thought to 
require retinal light perception. This view was 
challenged by Campbell & Murphy (1998), who 
showed significant phase shifts in core body 
temperature and melatonin using an extraocular 
stimulus. Their study employed popliteal skin 
illumination and exclusively considered phase 
shifting effects. In this paper, we explore both acute 
effects and phase-shifting effects of ocular as well 
as extraocular light. Twelve healthy males 
participated in a within-subject design and received 
all of three light conditions: (1) dim ocular light/no 
light to the knee, (2) dim ocular light/bright 
extraocular light to the knee, and (3) bright ocular 
light/ no light to the knee, on separate nights in 
random order. The protocol consisted of an 
adaptation night followed by a 26-hr period of 
sustained wakefulness, during which a 4-h light 
pulse was presented at a time at which maximal 
phase delays were expected. We found neither 
immediate nor phase-shifting effects of the 
extraocular light exposure on melatonin, core body 
temperature (CBT) or sleepiness. Ocular bright 
light exposure reduced the nocturnal circadian drop 
in CBT, suppressed melatonin, and reduced 
sleepiness significantly. In addition the 4-hrs ocular 
light pulse delayed the CBT rhythm by -55 min 
compared to the drift of the CBT rhythm in dim 
light. The melatonin rhythm shifted by -113 min, 
which differed significantly from the drift in the 
melatonin rhythm in the dim light condition (-26 
min). The failure to find immediate or phase 
shifting effects in response to extraocular light in a 
within-subject design in which effects of ocular 
bright light are confirmed, strengthens the doubts 
raised by other labs on the impact of extraocular 





























Light is known to be the prominent signal entraining the circadian system of humans 
(Honma and Honma, 1988; Jewett et al., 1991; Minors et al., 1991; Khalsa et al., 
2003). This has important therapeutic implications. A mismatch between internal clock 
time and external time in the light–dark cycle can result in complaints such as 
tiredness, sleep disturbances, and reduced performance such as seen in jet lag and 
several circadian sleep disorders (Hayes and Czeisler, 1994; Arendt et al., 1997). By 
giving light pulses at specific time points of the circadian cycle, it is possible to shift 
the biological clock, reduce jet lag symptoms, help shiftworkers to readapt, and treat 
Seasonal Affective Disorder (Dawson et al., 1993; Foret et al., 1996; Leproult et al., 
1997). Such experimental manipulation does not only affect physiological rhythms but 
also rhythms in psychological factors such as alertness, sleepiness, and performance 
(Campbell and Dawson, 1990; Cajochen et al., 2000).  
In mammals, including humans, the pathway via which a light stimulus is 
transmitted to the biological clock runs from circadian photoreceptors in the retina, 
most probably ganglion cells (Berson et al., 2002, Hattar et al., 2002), through the 
retino-hypothalamic pathway to the suprachiasmatic nucleus (SCN), which is 
considered to be the “master clock” (Stephan and Zucker, 1972; Foster, 1998). In lower 
vertebrates also extraocular photoreceptors have been found, which enable them to 
entrain their circadian system even without eyes (for review see Campbell et al., 2001). 
A publication by Campbell and Murphy (1998) challenged the idea that 
perception of light stimuli has to occur via the human eyes. Using fiber-optic pads that 
emitted blueish light (450-500 nm, the BiliBlanket® Plus system) they exposed the 
popliteal area of their subjects to a 3-hr light pulse at different times in the circadian 
cycle. Campbell & Murphy found significant phase-dependent phase shifts in the 
rhythms of core body temperature and melatonin. A possible mechanism behind such 
extraocular phototransduction might be the absorption of photic energy by bilirubin 
(Oren, 1997). This same mechanism is triggered by the fiber-optic pads to treat 
newborns that suffer from hyperbilirubinemia, whereby the light bleaches the bilirubin 
into a form that can be excreted by the new-born (Hansen, 2000).  
Challenged and puzzled by these results several groups have tried to replicate the 
findings of Campbell & Murphy. Eastman and co-workers (2000) focused on the 
question if extraocular light could accelerate re-entrainment of circadian rhythms after 
shifting the sleep-wake cycle of their subjects. They could not find any phase-shifting 
effects of popliteal light, using the BiliBlanket® Plus system, on core body 
temperature and melatonin. Lindblom et al. (2000b) exposed the chest skin of their 
subjects to a 6-hr white light pulse. The circadian markers they used were melatonin, 
cortisol and TSH, all three of which have a clear circadian rhythm (Goichot et al., 
1998). They too failed to observe any phase shifts after the extraocular light pulse. 
Lushington and colleagues (2002) applied extraocular light to one knee, again using 
the same BiliBlanket® system as used in the original study of Campbell and Murphy 
(1998), while subjects slept and observed phase shifting effects neither on Dim Light 
Melatonin Onset (DLMO) nor on core body temperature. Koorengevel et al. (2001) 
failed to induce circadian phase shifts by giving extraocular light behind two knees 
using the BiliBlanket®, in a population of winter-depressed patients. Finally, Wright 
and Czeisler (2002) obtained a similar lack of phase shifts after extraocular light pulses 
with the BiliBlanket® in a healthy subject population.  
Others concentrated on the question whether melatonin suppression could be 
obtained by extraocular light. Using a fibber optic device that generated white light, 
Lockley et al. (1998) found significant melatonin suppression following the exposure 
of the eyes but none for the knee. Using the same light device as in the original report 
of Campbell and Murphy (1998), Hébert et al. (1999) also failed to observe melatonin 
suppression through extraocular light on the popliteal zone. Jean–Louis et al. (2000) 
applied light, using the BiliBlankets® to the popliteal area and a light mask that 
delivered white light through LEDs to the eyelids of their subjects. Also in this study 
no melatonin suppression through extraocular light was reported, neither to the 
popliteal zone, nor to the eyelids. In accordance with these results, also Rogers et al. 
(1999), Lindblom et al. (2000a), and Wright and Czeisler (2002) failed to induce a 
melatonin suppression by giving extraocular light. Only one additional effect of 
extraocular light has been reported. The authors of the original phase shift study found 
an effect on REM sleep duration during extraocular light exposure in sleeping subjects 
(Murphy and Campbell, 2000). 
All these studies differ in methodology. Light intensity and timing of the light 
exposure varied (bright white light vs. blue-green light, fibber-optic pads vs. bright 
light lamps), as did exposed areas (popliteal area vs. eyelids, chest, and abdomen), 
parameters measured (core body temperature, melatonin in saliva vs. plasma 
melatonin, cortisol, TSH), and inclusion of control groups (present or not). Here we 
present results from a study where the acute and phase-shifting effects of extraocular 
and ocular light on the circadian system and sleepiness were tested within one design 
and were compared to a dim light condition. According to the phase response curves to 



























and Honma, 1988; Minors et al., 1991; Khalsa et al., 2003) the timing of the light 




Twelve healthy male subjects (mean age 21.8 years, SD 1.9, range 18-30) completed 
the study. Subjects were screened using interviews, a general health questionnaire and 
the Morningness-Eveningness-Questionnaire (MEQ, Horne & Östberg, 1976). Only 
subjects who were not extreme morning or evening types were included in the study, 
i.e. scores between 31 and 69 on the MEQ were accepted. Subjects had to be without 
current medication or psychiatric illness; they did not work night shifts or have 
recently (within the last month) traveled more than one time zone. Subjects gave 
written informed consent and were paid for their participation. The medical ethics 
committee of Groningen University approved the protocol. 
 
Temporal isolation facility 
The human isolation facility in the department consists of four separate sleeping 
rooms, four separate living rooms, sanitary facilities, and a kitchen. A maximum 
number of four subjects can be hosted simultaneously. The living rooms are equipped 
with a CD player and a video recorder, so that subjects were able to listen to music or 
watch videos in the time intervals between performing the test batteries. There are no 
windows in any of the rooms and no time information is available in any way. External 
noise is strongly attenuated. Staff and subjects did not wear watches; the clock function 
was removed from all video players as well as from the computers on which the test 
battery was performed. Room temperature was constant (20 °C, no 24h cycle) and 
controlled with a portable system (tinytalks, Gemini dataloggers Ltd., West Sussex, 
UK) throughout the whole experiment. Consumption of tea, coffee, chocolate and 
bananas was not allowed for two reasons. First these substances influence the serotonin 
concentration, which is the precursor of melatonin. Second, these substances may 
contaminate the saliva sample and therefore interfere with the results of the RIA used 
to determine the melatonin concentration (Gordijn et al., 1991).  
 
Experimental Protocol 
The experiment took place in the human isolation facility of the department from July 
till October 2000. Subjects spent three times 2.5 days in the facility. The time interval 
between sessions ranged from one week up to three weeks. At each session subjects 
were exposed to one of the three light treatments in random order.  
 
 
Figure 1. Timetable of the experiment 
 
The protocol is summarized in Figure 1. Subjects arrived on the first evening of 
day 0 at 8 p.m. in the laboratory. Electrodes for sleep EEG were attached and subjects 
had to practice a test battery. Lights went off at midnight and the EEG was recorded 
for the first sleep period (adaptation night) until 7 a.m. of day 1. After awakening, 
subjects took a shower and had breakfast. Until 2 p.m. subjects were allowed to read, 
watch a video or listen to music in their separate living rooms. Between 2 and 3 p.m. 
ECG electrodes were attached and the resistance of the EEG electrodes was checked. 
At 3 p.m. the subjects practiced the test battery once more. The first ‘testing period’ 
started at 6 p.m. (day 1) and lasted till 8 a.m. (day 2), with hourly tests on the PC and 
hourly collection of saliva samples. During these 26 hours of sustained wakefulness, 
the subjects received one out of three possible lighting conditions (see below) from 
midnight till 4 a.m. In all three conditions they remained seated during this period. The 
second sleep period was from 9 a.m. till 4.30 p.m. (day 2). After having a shower and 
breakfast, subjects went through the second testing period at 6 p.m. (day 2) till 2 a.m. 



























temperature, in melatonin, and in sleepiness, whereas the immediate effects were 
measured during the 4 hours of light exposure. 
At 2 a.m. (day 3) subjects went to bed and the third and last sleep period was 
recorded. Instructions for the subjects were to sleep as they needed, i.e. they should 
give a signal via the intercom to tell the investigator when they were awake and felt 




During the whole experiment when subjects were awake, except for the interval from 
midnight till 4 a.m. on day 2, the light intensity was <10 lux in all the rooms. During 
the sleep periods the lights were turned off (=0 lux). Light intensities of videos and 
computer screens did not exceed 10 lux at a distance of 20 cm, measured at eye level in 
the direction of gaze. 
The subjects received one out of the three light conditions from midnight till 4 
a.m. on the second night. Based on the PRC for extraocular light derived from the 
study of Campbell and Murphy (1998) this time period was chosen to achieve maximal 
phase delays. The subjects received either (1) 5.000 lux to the eyes via Bright Light® 
boxes (Philips, Eindhoven, The Netherlands) / no light to the knees, while their knees 
were covered by BiliBlanket® pads (Ohmeda Plus, Datex-Ohmeda BV, Hoevelaken, 
The Netherlands); (2) dim ocular light (<10 lux) / 13.000 lux of extraocular light to the 
popliteal zone of the knee by BiliBlankets® or (3) dim ocular light (<10 lux) / no light 
to the knees while their knees were covered by the BiliBlanket® pads. In the ocular 
light condition two Bright Light® boxes were placed vertically next to a PC screen in 
front of the subject in such a way that illumination was 5.000 lux at eye level, 
measured in the direction of gaze. The spectral distribution of this light source is given 
in Figure 2. The light boxes were switched on at 11:58 p.m. and turned off at 3:58 a.m. 
In the extraocular light condition, the BiliBlankets® were turned on and off at the same 
times. The BiliBlanket® system consists of two fibber-optic pads that emit blueish 
light (400-550nm) and almost no heat. The light was transmitted from a halogen lamp, 
which was fitted in a wooden box under the armchair of the subjects, via two optic 
fibber cables to the pads. When no light was given to the knees in condition 1 and 3, a 
“sham” box was placed under the armchair of the subjects. As in the experimental box, 
this sham box included a fan to produce the same noise as a regular box and an 
additional small light source, but contained no BiliBlanket® System. The BiliBlanket® 
pads were fixed with an elastic bandage and an opaque cover and subjects had to wear 
black trousers over the light pads to prevent any leakage of light. The BiliBlanket® 
pads were fixed to the knees of the subjects in all of the three conditions and subjects 
were not aware of the experimental extraocular condition. Subjects remained seated in 
their chairs from midnight till 4 a.m. in all conditions.  
 
Figure 2. Spectral distribution of TL tubes PL55W used in the Bright Light® 
 
Core body temperature 
Core body temperature was measured continuously by a rectal probe. The thermometer 
was connected to a homemade portable registration system (JOBLOG, Bakker & 
Beersma, 1991) which records temperature at one-minute intervals with a resolution of 
0.05°C. In addition to this continuous registration of body temperature, tympanic 
temperature was recorded hourly during the “testing periods” with the help of a Braun 
ThermoScan IRT2020 (Braun AG, Kronberg, Germany). These results will be 
presented elsewhere. 
Data of the continuous core body temperature (CBT) registrations were 
occasionally missing due to sanitary requirements or technical failure. Missing data of 
less than 90 min. were reconstructed by linear interpolation. Missing data of more than 



























period that was analyzed were included. To quantify the phase shifts induced by the 
light stimuli, first for each individual a 1-h running average of the course of CBT was 
calculated for the 24-h period after each light exposure (starting from 6 a.m.). In order 
to obtain the maximal and minimal body temperature and the midrange without being 
sensitive to short lasting random fluctuations they were calculated for each individual 
after leaving out the 10% highest values and the 10% smallest values. The time points 
at which the CBT curve crosses the midrange value were defined as ‘upward crossing 
point’ and ‘downward crossing point’. These were used as phase markers. To include 
as many subjects as possible, differences between the average upward crossing and 
downward crossing times in the three conditions were tested with a paired t-test for 
each comparison that was possible.  
 
Melatonin 
The melatonin concentration was measured in saliva. Subjects had to give a saliva 
sample prior to each test battery, i.e. once per hour. Saliva was collected using Sarstedt 
Salivettes® (Sarstedt BV, Etten-Leur, The Netherlands) with a cotton swab. During the 
15 min. prior to the sample collection subjects had to remain seated in their chairs 
without moving, because posture is known to influence hormonal concentration 
(Deacon & Arendt, 1994). Samples were centrifuged immediately afterwards and 
stored at –20 °C. Salivary melatonin concentrations were determined later by radio-
immunoassay (Rabbit antibody supplied by Stockgrand Ltd., Guildford Surrey, UK:, 
SAC-Cel anti-Rabbit by Lucron Bioproducts, Gennep, The Netherlands; 2-[125] 
Iodomelatonin by Amersham Biosciences, Roosendaal, The Netherlands), using the 
mean value from duplicate samples. Food and beverages were restricted to the first 15 
min. of each hour. After this 15 min. interval the mouth was rinsed with water and no 
food or drinks were allowed during the next 45 min. prior to the next saliva sample.  
The limit of detection for the RIA was 0.39 pg/ml with an intra-assay variation of 
14.5 % at a low melatonin concentration (mean melatonin concentration 5.16 pg/ml, n 
=15) and 13.7 % at a high melatonin concentration (mean melatonin concentration 
93.91 pg/ml, n =15). Inter-assay covariance was 11.9 % at a low melatonin 
concentration (mean = 4.19, n = 13) and 12.2 % at a high melatonin concentration 
(mean = 32.0, n = 13). 
As a phase marker, Dim Light Melatonin Onset (DLMO) was calculated per 
individual per condition. DLMO was defined as time at which the melatonin profile of 
an individual crossed a threshold value of 25% of the maximum value reached during 
de first night of the DIM light condition. If this relative threshold value was lower than 
5 pg/ml, an absolute value of 5 pg/ml was used, because lower values showed too 
much variance. DLMO was determined by linear interpolation between the last sample 
with a lower and the first sample with a higher melatonin concentration than the 
threshold value. In two subjects DLMO could not be defined in the ocular condition, 
due to a late DLMO during the first night. It occurred after midnight where it can not 
be determined because at this time light was turned on and immediately suppressed 
melatonin levels. However, in these two subjects DLMO could be defined in the first 
night of the DIM and the extraocular light condition because they were not confounded 
by light (in DIM) or because they occurred just prior to midnight (in the extraocular 
condition). In the statistics these two subjects will be excluded. However it will be 
tested whether including them in the comparison between extraocular light and dim 
light will change our results. The shift in DLMO on the second night relative to the 
first night of the ocular and extraocular condition was tested against the shift in the 
DIM light condition using a repeated measures ANOVA with the factors night and 
condition and included ten subjects. 
 
Mood and Performance 
The test battery that subjects had to complete once per hour on a PC consisted of 
questionnaires and performance tests. Questionnaires included the POMS (McNair et 
al., 1971; Wald and Mellenbergh, 1990), the Visual Analogue Scale for fatigue (VAS-
f) (Lee et al., 1991), the KSS (Åkerstedt and Gillberg, 1990), and the Activation-
Deactivation Adjective Checklist (Thayer, 1967). Performance tests included a reaction 
time test, a calculation test, time estimation, and a letter cancellation test (Casagrande 
et al., 1997). Prior to each test battery subjects had to give a saliva sample and 6 min. 
of wake-EEG and ECG were recorded. The results on the EEG and the performance 
tests will be presented elsewhere. 
From the KSS, we calculated the “sleepiness onset” per individual per condition 
as a phase marker for the rhythm in sleepiness. The threshold we used as criterion for 
sleepiness onset was defined as the minimum sleepiness score + 25% of the difference 
between the maximum and the minimum sleepiness score in the dim light condition per 
person. The timing of sleepiness onset was then determined by linear interpolation of 
the last sleepiness score with a lower and the first sleepiness score with a higher value 































Figure 3, upper panel, shows that the 
drop of CBT during the 4 hours of 
bright ocular light exposure is smaller 
than in the dim light condition. The 
drop in CBT in the extraocular light 
condition was similar to the dim light 
condition. The acute effects of the 
various light conditions were tested 
with an ANOVA with repeated 
measurements for the interaction effect 
of the factors condition (extraocular, 
ocular, and dim) and exposure (before: 
9, 10, 11, p.m. vs. during: 1, 2, and 3 
a.m.). The midnight and 4 a.m. 
measurements were not taken into 
account, because at those times lights 
had just been switched on or off 
respectively. There was a significant 
difference between body temperature in 
the dim light and bright light condition, 
F (1,6) = 6.165 (p = 0.048), whereas the 
comparison of extraocular light to dim 
light was not significant, F (1,7) = 









































   
   




















































Figure 3. The courses of core body temperature (upper panel A), salivary melatonin 
concentration (middle panel B) and sleepiness (lower panel C) on the 
Karolinska sleepiness scale before, during, and after light exposure. 
 
Acute effects on melatonin concentration were also tested using an ANOVA with 
repeated measurements for the factors condition (extraocular, ocular, and dim) and 
exposure (before: 9, 10, 11 p.m. vs. during: 1, 2, 3 a.m.). The interaction effects 
between condition and exposure are reported. Here the midnight and 4 a.m. 
measurement were again not taken into account. For melatonin secretion we found a 
significant suppression in the ocular light condition compared to the dim light 
condition ( F (1,11) = 27.737, p = 0.000). There was no melatonin suppression in the 
extraocular light condition compared to the dim light condition (Figure 3, middle 
panel, F (1,11) = 0.232, p = 0.640). The melatonin concentration at 4 a.m. in the ocular 
light condition, that means after 4 hours of light, as a proportion of the dim light value 
(=100%) was significantly reduced: 39.6 % ± 23.9 (sign test, p = 0.000) whereas in the 
extraocular light condition no significant difference to dim light (=100%) was found: 
107 % ± 37.5 (sign test, p = 1.000).  
The same statistical approach was used for the subjective sleepiness scores, where 
an ANOVA with repeated measures for the factors condition (extraocular, ocular, and 
dim) and exposure (before: 9, 10, 1 p.m. vs. during: 1, 2, 3 a.m.) was performed. As for 
body temperature and melatonin the midnight and 4 a.m. measurements were not taken 
into account. Figure 3, lower panel, shows that subjects reported to feel significantly 
less sleepy during the ocular light exposure then during dim light (F (1,11) = 8.083, p = 
0.016), whereas there was no difference in the sleepiness ratings between the dim and 
the extraocular light condition (F (1,11) = 1.138, p = 0.309). 
 
Phase-shifting effects (Figure 4) 
1. Core body temperature 
The 24 hours following the light exposure (starting at 6 a.m.) served as the interval to 
measure a possible phase shift in core body temperature (CBT) and melatonin. 
Running averages of one hour of the mean CBT profiles for this interval are depicted 
in Figure 4, upper panel. Additionally the mean “rise” and “drop” time points for the 
CBT rhythm per condition are marked.  
The CBT rise occurred at 13:18 following dim light and at 13:19 following bright 
light (t (1,8) = - 0.025, p = 0.981). The CBT drop on day 3 occurred on average at 
00:39 following dim light and at 01:34 following bright ocular light. A paired t-test 
indeed revealed a significant delay of 55 min. ± 12 min. in the bright light condition 
compared with the dim condition (t (1,9) = -3.359, p = 0.008). Neither the CBT rise 
 24
(onset dim vs. extraocular light t (1,9) = 1.987, p = 0.078) nor the CBT drop (t (1,8) = 
0.189, p = 0.854) differed significantly between extraocular (rise 12:08; drop 0:37) and 
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Figure 4. The courses of the core body temperature rhythm, including the mean “rise” 
and “drop” time points (CBT, upper panel A, n=9 or n=10 see text); the 
melatonin rhythm, including DLMO (middle panels, B & C); and sleepiness, 
including sleepiness onset on the second evening (lower panels, D & E). The 
average CBT is calculated over the 24h period starting at 6 a.m. following the 
light pulse, the courses of melatonin and sleepiness are given both for the 
evening before and for the evening following the light pulse.  
2. Melatonin 
Figure 4, middle panels, shows the melatonin profile and DLMO’s for the first (left 
panel) and the second night (right panel), including only those ten subjects from whom 
DLMO could be calculated in all three conditions. DLMO in the dim and extraocular 
light condition on night 1 and night 2 is similar. Only DLMO in the ocular light 
condition on night 2 is delayed. 
Testing this statistically, the average phase delay in DLMO (–26 min) in the dim 
light condition between the first night and the second night was not significantly 
different from the average phase delay in DLMO (-22 min) between the first and the 
second night in the extraocular light condition (n=10, dim DLMO pre: 22:18 ± 59; dim 
DLMO post: 22:44 ± 57; extraocular DLMO pre: 21:51 ± 72; extraocular DLMO post: 
22:13 ± 87, F(1,9)=0.93, p=0.768, n.s.). Adding the two subjects in this comparison 
from whom DLMO in the ocular condition could not be determined (not shown in the 
graph), resulted in a similar average shift of –26 min in the dim light condition and an 
average shift of –24 min in the extraocular light condition (n=12, dim DLMO pre: 
22:39 ± 75; dim DLMO post: 23:05 ± 73; extraocular DLMO pre: 22:07 ± 75 
extraocular DLMO post: 22:31 ± 90, F(1,11)=0.026, p=0.875 n.s.). DLMO after the 
ocular light pulse showed an average phase delay of –113 min compared to the first 
night (n=10, ocular DLMO pre: 22:14 + 52; ocular DLMO post: 00:07 + 66 min) 
which was significantly different from the average phase shift of –26 min in the dim 
light condition (F(1,9) =35.97, p<0.001).  
 
3. Sleepiness 
The course of sleepiness ratings during the first evening ran similar in the different 
conditions. Actually no real increase of sleepiness until midnight could be observed. 
Therefore “sleepiness onset” could not be calculated during this night. Sleepiness 
ratings on the second day were also quite similar between conditions (Figure 4, lower 
panels), but now there was a clear rising trend in sleepiness in all conditions. We tested 
the sleepiness onset time points with a paired t-test. Indeed sleepiness ratings did not 
shift due to extraocular light compared to dim (t (1,9) = -1.071, p = 0.312) nor did 






























The aim of our study was to compare immediate and phase shifting effects of 
extraocular light within one design and compare them to the effects of ocular light. 
Instead of performing a complete replication of the original study on the effects of 
extraocular light (Campbell and Murphy, 1998) we chose an approach in which we 
gave only one light pulse in 12 subjects but at a time point (from midnight until 4 a.m.) 
at which maximal phase delays were expected according to both the PRC for ocular 
light (Beersma and Daan, 1993; Honma and Honma, 1988; Khalsa et al., 2003; Minors 
et al., 1991) and according to the graphs of Campbell and Murphy (1998) to 
extraocular light. All subjects were studied under three conditions, an ocular light 
pulse, an extraocular light pulse, and a control condition. We added psychological 
measures such as sleepiness in addition to the “classical” circadian markers of CBT 
and melatonin. Despite this strategy we did not induce acute or phase-shifting effects 
on the parameters by extraocular light. The differences with the results of Campbell & 
Murphy (1998) may be related to differences in protocol. Our subjects were not 
allowed to sleep before light exposure, and they did not change position for the 
application of the light. We carefully controlled for the light subjects were exposed to 
during the waking hours and kept this intensity below 10 lux at all times. We also 
checked the exact amount of heat emitted by the BiliBlankets® in two new subjects. 
We placed an actiwatch-T on the skin of the popliteal region under the BiliBlanket® 
and the coverage we used in the experiment and exposed one leg to extraocular light 
and the other not. Subjects had to remain seated for two hours. We found an increase of 
1.5 °C between an “exposed” knee compared to a “non-exposed” knee (Gordijn and 
Rüger, unpublished data). In spite of this difference in temperature the extraocular light 
treatment had no effect on CBT in our study. 
In contrast to the lack of any effects in the extraocular condition, the use of a pulse 
of 5000 lux of bright ocular light yielded clear effects that are in full agreement with 
earlier reports on the effectiveness of bright light to influence the human circadian 
system. We found a phase delay of 55 min ± 12 min for CBT, which falls within the 
expected range for human phase response curves to ocular light published by Honma & 
Honma (1988), Minors et al. (1991), Beersma & Daan (1993), Dawson et al. (1993), 
and a recent paper by Khalsa et al. (2003). Kubota et al. (2002) exposed their subjects 
to bright light (5000 lux) or dim light (10 lux) from 0:00-5:00 a.m. and reported phase 
delays of 01:12 h for CBT and 01:58 h for melatonin, which are very similar to our 
results.  
Regarding the acute effects, the actual melatonin concentration after 4 hours of 
bright ocular light, was 39% of the melatonin concentration after sitting for the same 
time period under dim light. In contrast, the melatonin concentration after 4 hours of 
extraocular light was almost equal to and definitely not lower than the concentration in 
the dim light condition: 107 %. These results are in agreement with the degree of 
melatonin suppression by ocular light observed in the studies by Lockley et al. (1998: 
61%) and Hébert et al. (1999: 54%). The immediate reduction of subjective sleepiness 
(KSS) during the 4 hours of bright light exposure is in accordance with the findings of 
Cajochen et al. (2000), where a 6.5-h (23:00- 05:30) pulse of 9100 lux attenuated the 
levels of sleepiness significantly compared to the dim light condition (3 lux). In our 
study an immediate rise in the levels of sleepiness can be observed after turning off the 
lights, a phenomenon also observed by Cajochen et al. (2000). The course of sleepiness 
(KSS) during the 26-hours of sleep deprivation in our study is similar to the results 
reported by Leproult et al. (1997) from their constant routine protocol using the 
Stanford Sleepiness Scale. Daurat et al. (1993) exposed their subjects either to bright 
light or to dim light during a constant routine protocol and found that during the 
nighttime part of the protocol bright light improved the subjective alertness of their 
subjects compared to dim light. Foret et al. (1998) gave a 4-h light pulse of 1000 lux 
either from 20:00-24:00 or from 04:00-08:00 and subjects reported that they felt more 
alert compared to the dim light condition.  
Our results are thus in full agreement with a series of recent studies (Goichot et 
al., 1998; Lockley et al., 1998; Hébert et al., 1999; Rogers et al., 1999; Eastman et al., 
2000; Jean-Louis et al., 2000; Lindblom et al., 2000a & 2000b; Koorengevel et al., 
2001; Lushington et al., 2002; and Wright and Czeisler, 2002) which all have failed to 
confirm extraocular effects of light on circadian physiology including phase shifts and 
melatonin suppression. Up until now, the only new positive result on the extraocular 
photosensitivity of the human brain was from the group that reported those effects 
originally. In the new study, they exposed sleeping subjects to extraocular light and 
showed an enhancement of REM sleep (Murphy and Campbell, 2001). No other group 
replicated this study up until now. Additionally, no extraocular effects on circadian 
physiology are observed in other mammals (Meijer et al., 1999; Yamazaki et al., 1999). 
Our study extends the negative results on extraocular photosensitivity of the human 
circadian pacemaker to findings of several acute effects of bright light (increase in core 





























The authors thank the following people: Dr. Eus van Someren, Rixt Riemersma, Joop 
van Heerikhuize and Jan Bruggink for their generous help in setting up the RIA and 
providing actiwatches, as well as Marjan Alssema and Annegriet Diever for helping to 
collect the data. We thank Peter van der Burgt for providing the spectral distribution 
data of the Bright Light® boxes. This research was financially supported by the Dutch 
Technology Foundation, applied science division of NWO, and the Ministry of 




Åkerstedt T and Gillberg M (1990) Subjective and objective sleepiness in the active 
individual. Int J Neuroscience 52:29-37. 
Arendt J, Skene DJ, Middleton B, Lockley SW, and Deacon S (1997) Efficacy of 
melatonin treatment in jet lag, shift work and blindness. J Biol Rhythms 
12:604-617. 
Bakker JO and Beersma DGM (1991) A digital 3-channel recorder for long term 
registrations. Sleep Res 20A, 485. 
Beersma DGM and Daan S (1993) Strong or weak phase resetting by light pulses in 
humans? J Biol Rhythms 8:340-347. 
Berson DM, Dunn FA, and Takao M (2002) Phototransduction by retinal ganglion 
cells that sets the circadian clock. Science 295:1070-1073. 
Cajochen C, Zeitzer JM, Czeisler CA, and Dijk DJ (2000) Dose-response relationship 
for light intensity and ocular and electroencephalographic correlates of human 
alertness. Behav Brain Res 115:75-83. 
Campbell SS and Murphy PJ (1998) Extraocular phototransduction in humans. Science 
279:396-399. 
Campbell SS and Dawson D (1990) Enhancement of nighttime alertness and 
performance with bright ambient light. Physiol Behav 48:317-320. 
Campbell SS, Murphy PJ, and Suhner AG (2001) Review: Extraocular 
Phototransduction and circadian timing systems in vertebrates. Chronobiol Int 
18:137-172. 
Casagrande M, Violani C, Curcio G, and Bertini M (1997) Assessing vigilance through 
a brief pencil and paper letter cancellation task (LCT): effects of one night of 
sleep deprivation and of the time of day. Ergonomics 40:613-630. 
Daurat A, Aguirre A, Foret J, Gonnet P, Keromes A, and Benoit O (1993) Bright light 
affects alertness and performance rhythms during a 24-h constant routine. 
Physiol Behav 53:929-936. 
Deacon S and Arendt J (1994) Posture influences melatonin concentrations in plasma 
and saliva in human. Neurosci Lett 167:191-194. 
Dawson D, Lack L, and Morris M (1993) Phase resetting of the human circadian 
pacemaker with use of a single pulse of bright light. Chronobiol Int 10:94-102. 
Eastman CI, Martin SK, and Hébert M (2000) Failure of extraocular light to facilitate 
circadian rhythms in humans. Chronobiol Int 17:807-826. 
Foret J, Daurat A, Touitou Y, Aguirre A, and Benoit O (1996) The effect on body 
temperature and melatonin of a 39-h constant routine with two different light 
levels at nighttime. Chronobiol Int 13:35-45. 
Foret J, Daurat A, and Tirilly G (1998) Effect of bright light at night on core body 
temperature, subjective alertness and performance as a function of exposure 
time. Scand J Work Environ Health 24 suppl 3:115-120. 
Foster RG (1998) Shedding light on the biological clock. Neuron 20:829-832. 
Goichot B, Weibel L, Chapotot F, Gronfier C, Piquard F, and Brandenberger G (1998) 
Effects of the shift of the sleep wake cycle on three robust circadian markers of 
the clock. Am J Physiol 275:E243-248. 
Gordijn MCM, Jansen JHC, Medema HM, Flentge F, and Beersma DGM (1991) 
Melatonin in saliva, effects of toothpaste, coffee, smoking and lipstick. Sleep 
Res 20A: 493. 
Hansen TW (2000) Phototherapy for neonatal jaundice- still in need of fine tuning. 
Acta Paediatrica 89 :770-772. 
Hattar S, Liao H-W, Takao M, Berson DM, and Yau K-W (2002) Melanopsin-
containing retinal ganglion cells: architecture, projections, and intrinsic 
photosensitivity. Science 295:1065-1070. 
Hayes B and Czeisler CA (1994) Chronobiology of human sleep and sleep disorders. 
In Biologic rhythms in clinical and laboratory medicine, TouitouY and Haus E, 
eds, pp 256-264, Springer Verlag, Berlin. 
Hébert M, Martin SK, and Eastman CI (1999) Nocturnal melatonin secretion is not 
suppressed by light exposure behind the knee in humans. Neurosci Lett 
274:127-130. 
Honma KI and Honma S (1988) A human phase response curve for bright light pulses. 



























Horne JA and Őstberg O (1976) Self-assessment questionnaire to determine 
morningness-eveningness in human circadian rhythms. Int J Chronobiol 4: 97-
110. 
Jean-Louis G, Kripke DF, Cole RJ, and Elliot JA (2000) No melatonin suppression by 
illumination op popliteal fossae or eyelids. J Biol Rhythms 15:265-269. 
Jewett ME, Kronauer RE, and Czeisler CA (1991) Light-induced suppression of 
endogenous circadian amplitude in humans. Nature 350(6313):59-62.  
Khalsa SS, Jewett ME, Cajochen C, and Czeisler CA (2003) A phase-response curve to 
single bright light pulses in human subjects. J Physiol 549:945-952. 
Koorengevel KM, Gordijn MCM, Beersma DGM, Meesters Y, den Boer JA, van den 
Hoofdakker RH, and Daan S (2001) Extraocular light therapy in winter 
depression: a double-blind placebo-controlled study. Biol Psychiatry 50:691-
698. 
Kubota T, Uchiyama M, Suzuki H, Shibui K, Kim K, Tan X, Tagaya H, Okawa M, and 
Inoue S (2002) Effects of nocturnal bright light on saliva melatonin, core body 
temperature and sleep propensity rhythms in human subjects. Neurosci Res 
42:115-122. 
Lee KA, Hicks G, and Nino-Murcia G (1991) Validity and Reliability of a scale to 
assess fatigue. Psychiatry Res 36:291-298. 
Leproult R, Van Reeth O, Byrne MM, Sturis J, Weibel L, and Van Cauter E (1997) 
Sleepiness, performance, and neuroendocrine function during sleep 
deprivation: effects of exposure to bright light or exercise. J Biol Rhythms 
12:245-258. 
Linblom N, Hatonen T, Laakso M, Alila-Johannson A, Laipo M-L, and Turpeinen U 
(2000a) Bright light exposure of a large skin area does not affect melatonin or 
bilirubin levels in humans. Biol Psychiatry 48:1098-1104. 
Lindblom N, Heiskala H, Hatonen T, Mustanoja S, Alfthan H, Alila-Johannson A, and 
Laakso M (2000b) No evidence for extraocular light induced phase shifting of 
human melatonin, cortisol and thyrotropin rhythms. Neuroreport 11:713-717. 
Lockley SW, Skene DJ, Thapan K, English J, Ribeiro D, Haimov I, Hampton S, 
Middleton B, von Schantz M, and Arendt J (1998) Extraocular light exposure 
does not suppress plasma melatonin in humans. J Clin Endocrinol Metab 
83:3369-3372. 
Lushington K, Galka R, Sassi LN, Kennaway DJ, and Dawson D (2002) Extraocular 
light does not phase shift saliva melatonin rhythms in sleeping subjects. J Biol 
Rhythms 17:377-386. 
McNair DM, Lorr M, and Droppleman LF (1971) Manual for the profile of mood 
states. Educational and industrial testing, San Diego, Cal. 
Meijer JH, Thio B, Albus H, Schaap J, and Ruijs ACJ (1999) Functional absence of 
extraocular photoreception in hamster circadian rhythm entrainment. Brain Res 
831:337-339. 
Minors DS, Waterhouse JM, and Wirz-Justice A (1991) A human phase response 
curve to light. Neurosci Lett 133:36-40. 
Murphy PJ and Campbell SS (2000) Enhancement of REM sleep during extraocular 
light exposure in humans. Am J Physiol Reg Int Comp Physiol 280:R1606-
R1612. 
Oren DA (1997) Bilirubin, REM sleep, and phototransduction of environmental cues. 
A hypothesis. Chronobiol Int 14:319-329. 
Rogers NL, Kennaway DJ, and Dawson D (1999) The effect of extraocular light 
exposure on nocturnal salivary melatonin levels. Sleep Res Online 
2(Supplement 1):622. 
Stephan FK and Zucker I (1972) Rat drinking rhythms: central visual pathways and 
endocrine factors mediating responsiveness to environmental illumination 
Physiol Behav 8:315-326. 
Thayer RE (1967) Measurement of activation through self-report. Psychol Rep 20:663-
678. 
Wald FDM and Mellenbergh GJ (1990) De verkorte versie van de nederlandse 
vertaling van de Profile of Mood States (POMS). Ned Tijdschr Psychol 45:86-
90. 
Wright KP JR and Czeisler CA (2002) Absence of circadian phase resetting in 
response to bright light behind the knee. Science 297:571. 
Yamazaki S, Goto M, and Menaker M (1999) No evidence for extraocular 
photoreceptors in the circadian system of the Syrian hamster. J Biol Rhythms 
14:197-201. 
 
 32
